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o of ingredient combinations,
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Study Population Size Necessary to Identify
1, 2, or 3 Cases of a Given Effect Based on its Relative

Incidence

AE Frequency Number of AE Cases
1 2 3

1 out of 100 300 480 650
1 out of 200 600 960 1,300
1 out of 1,000 3,000 4,800 6,500
1 out of 2,000 6,000 9,600 13,000
1 out of 10.000 30.000 48.000 65.000
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Helps identify intended and unintended use patterns
that may potentially contribute to “unintended
effects”

Allows assessment of how the product performs by
itself or in the presence of other products or
substances

Helps insure that effects in “unique” populations are
considered when evaluating risk

Engages all stakeholders in a sensitive but specific
system of “Signal Detection”

Should also help define a relative “Safefy profile”

ED_006500_00000095-00006



ED_006500_00000095-00007



Office of Inspector General

Audit Report

INADEQUATE DATA AND ANALYSIS
UNDERMINE NHTSA'S EFFORTS TO
IDENTIFY AND INVESTIGATE VERICLE
SAFETY CONCERNS

Rationad Highway Traffic Safety Adminisiration

Report Number: 873015088
Ldes Innsendy June 18, 2098

http://safetycall.com/wp-content/uploads/2016/07/O1G-INADEQUATE-DATA-AND-ANALY SIS-UNDERMINE-
NHTSA%E2%80%99S-EFFORTS-TO-IDENTIFY-A....pdf
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BUBINESS DAY

allures at

F@d@m | Auditor
S.A.

By DANTELLE IVORY  JUNE 0 2008

v ageney poeinting to

BEven as evidence poured into the nation’s top auto ¢

dangerous defects in millions of veldoles, regulators repesdedly fulled for vears to

root out problems and hold carmakers accounteble, according to s long-awaited

internsd audit by the Transportation Departinent,

The Mantby worded report, coderved last vear after General Motors began

recalling 2.6 million earsowith g defective ignition switch, paints a bleak portratt of
the National Highway Traffic Safety Administration, the agenoy charged with

oversesing safety in the suto industry,

The agenoy had weak managoment, sndertraned stedfand insufficient

processes in place W properly review safety data submitted by sutomakers and

eornplaints suboitted by drivers, the zs‘«pmi by the Transportation Deparbment’s

i, Repeg ssed ppportunities to identify

inspector general § sstigators on
that th

disalding systems like power steering and the sirbags, Ab least 114 deaths have been

2 fgnition switch was prone o turn {;ﬁ“ shutting down the engine and

linked to the defect, And the ageney's shorteomings extended 1o other problems as

swternie fyilings “deter NUHT R AL from

the report said, the agens

suceesstulby mesting the mandate to haig prevent crashes and their attendant costs,
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* Adverse Event Reporting
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 Postmarket Surveillance:

Meeting the Intent of the Law

FETI A \

s based pi of:
& B e I 1
h 8 EERECEAG \\\ \\\\‘\\\ \ \\\\\\ \

— Incident investigatlon: Collecting, Documenting,
Categorizing incident details

— Interpretation/Utilization

— Analysis for Causation (Association), hypothesis
generation

— Education, corrective action or risk mitigation efforts
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 Postmarket Surviellance:

Meeting the Intent of various adverse event

surveillance mitiatives (both legislative and
corporate)

T & % 3 §
v BB e e e e ey e o % £ O A e R e e e e
B ohed ERFL IR N RGEORD AL R
i

— Reaching a mutual or shared understanding ,..and
acceptance,....of risk with all stake-holders
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d an adverse effect,..

* A consumer reported using my product and
experience
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* A consumer reported using my product and
experience
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* A consumer reported using my product and
experience
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* A consumer reported using my product and
experience
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* A consumer reported using my product and
experienced an adverse effect,..1s 1t due to...
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“Not all ‘adverse events’ or
‘adverse event reports’ are
created equal”
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NPDS Data (From 56 Centers)

— 2.2 million “poison exposure” calls 2014

(representing incident rate of 6.7

T I Ny p
) § e § 0§ 8§ ¥
8% e F FEE B 5 WS

— “exposure” vs. “poisoning’ terms are not
synonymous but routinely used interchangeably

— Cases are coded using a standardized reporting
‘mat and product coding system
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Table 12, Medical Ouroome by Reason for Bxposure i Huoman Exposans®,
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Tabie 224, Demographic profile of SINGLE SUBSTANCE NMonpharmuoeuth

s eXposEe cuses by gemerds category.
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Table HA. Beasen for Human E
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— Basic set of data elements collected
on every case

— Provides a good overall picture of the
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pharmacovigilan

yical P

Does not integrate with tyj

V systems
* (Clinical effects and treatment rendered descriptors
were developed for the PC environment
« Software used by participating centers not typically
validated as in other PV systems (eg. FDA Part 11
compliance)
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Not as sensitive for adverse reaction types of

exposures vs. acute unintentional exposures
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nitations

AAPCC Disclaimer consistent with other

spontaneously reported adverse event systems

“Case records in this database are from self-reported calls: they reflect
only information provided when the public or healthcare professionals
report an actual or potential exposure to a substance (e.g., an ingestion,
inhalation, or topical exposure, efc.) or request information/educational
materials. Exposures do not necessarily represent a poisoning or
overdose. The AAPCC 15 not able to completely verify the accuracy of
every report made o member centers.”
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CDC/NIOSH-LED SENSOR- PESTICIDES
SYSTEM
— Known as the “Sentinel Event Notification
S vstem ) }?{ ﬁ v () ccu g@ﬁgg ONna f "7
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California’s Pesticide Illness Surveillance
Program (PISP)
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Information Center (NPIC)
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e (Genesis of Service

Meeting “consumers expectations” of the
manufacturer as being the most knowledgeable and
“responsible” regarding product safety and
performance

— Complementary,... but distinct from Public Poison

Center or other incident surveillance systems with

opportunity for consumer and manufacture to
cooperate in 1dentifying, mitigating or otherwise
resolving product issues
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* Focus i1s often more targeted allowing for:

Opportunity to triage/coordinate with customer
service

— Access to detailed records, full narrative reports and
opportunity for ongoing “real-time” incident

communication and incident investigation

reporting”

— Focused/specialized data collection, tabulation,

jassessments,...and analysis

fetvl
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¥ - g
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— Required manufacturer reporting of:
» Series of 3 or more adverse events

» Incidents involving a pesticide exposure resulting in adverse
effects determined to be “caused” by the exposure

Present War s1on E §

Y 4
» Post-Si

— Required manufacturer reportlng of “ALL” allegations of AE

— Utilization of Single incident reports for “Serious/Significant”
AEs

— Aggregation of minor AEs and all domestic animal events by
“clinical effects” per incident
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Main IDS & Aggregate IDS both contain information on incident
severity

Human (D= Domestic Animal)

*codes defined in 40 CFR 159.184 (©)(5) Q)
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6(a)(2) Incident Reporting Process

Severity
Classification
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Present (version 2):

g g
& R - S o
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— Implemented in 2010 requiring manufacturers to collect, analyze
and report additional AE data elements beyond typical 6(a)(2)
data for conditionally registered products
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rt

Enhanced Surveillance for Conditionally |

|« Enhanced

8 -

The following is a list of information that must be included in the quarterly reports for each

incident:

HoURYIEEE e e o

et

e ores o

EFPA Registration Number

Product Name (brand name)

Lot Number

Where Purchased: Internet, Store, Veterinarian
Active Ingredient(s)

Weight Range for Product

Date on which incident occurred (mm/dd/vyyy).
State in which the incident oceurred (standard 2 letter abbreviation).
Registrant Case Number

Species: Dog, Cat, Other (specify)

Breed: {as reported by pet owner)

Age: Months or Years

. Bex: Male, Female

Weight: Pounds

Primary Route of Exposure: Dermal, Oral, Other Animal, Inhalation, Other

Body System: Neurological, Dermatological, Gl, Respiratory, Ocular, Other

Major Signs: Separate Column for Each Sign, Using Standard Terminclogy

Time to Onset: Hours, Days '

Treated By Veterinarian: Yes or No

First Time Product Used: Yes or No

Misuse: Use on Incorrect Species, Overdose, Too Frequent Dosing, Other (describe)
Any Known Precondition

EPA Severity Code: Death, Major, Moderate, Minor
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— Implemented in 2010 requiring manufacturers to collect, analyze
and report additional AE data elements beyond typical 6(a)(2)
data for condrtlonally registered products

£ Y
5y o8 N \\ ‘:\E
%Qs gﬁ\ \\ &
SELIRSEICEE BN \ #
L4

— Spot on Pilot: Further enhancement of data elements for spot on
products subject to conditional registration utilizing new coding
requirements including VedDra/MedDra dictionary coding
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— Assumi

%
b,
e

— Coding of outcomes
— Disposition and treatment sites/referrals
— Coding of clinical effects?

» Currently multiple terms to code clinical effects: eg. Vomit,

regurgitate, throw-up, emesis, upchuck, puke
Vs.

implementing VedDra/MedDra terminology requiring
significant PV modification, expense and time
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— Assumi

%
b,
e

— Coding of routine data fields with new standardized categories
» Reason for exposure
» Route (dermal, ingestion, “animal to animal”....etc.)
» Age groups
» Acuity/Duration
» Treatments/therapies
» Animal vs. Human data field descriptors
» Product identifiers
» Pre-existing diseases and coding of each
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ming dataset has high -
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» ROR modeling for signal detection
(adapted from the UK ADR experience)*

.
EETRY

Nt

IR TREN
SRR FE My
BN B A

— Expectedness

— Including “relative incidence rates”
— Temporality

— Biologic plausibility

— De-challenge

— Re-challenge

— Confounding variables

*Use of proportional reporting ratios (PRRs) for signal generation from spontaneous
‘»:% I adverse drug reaction reports. Pharmacoepidemiology and Drug Safety 2001; 10:483-486
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